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Low SVR rates in real life settings (~30%)
2002 - 2012: need to improvel!
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But...what really maftterse
s It possible to change<ee




Sinergy Trial (NIH Study): design

Hard to treat population*, all oral, short duration, naive.

Week 0 6 12

Treatment naive _ _ . VR12
All stages sofosbuvir + Ledipasvir (n=20)
fibrosis
Sofosbuvir + Ledipasvir » SVR12 “*Non-NUC
+ G5-9669 (n=20)**
Treatment naive .
: . Sofosbuvir + Ledipasvir -
e SVYR12 Pl
olndll  + GS-9451 (n=20) [l

* 88% African-American, 72% male, 70% genotype 1a, 70% high viral load,
82% non-CC haplotype, 25-35% > F3

Treatment naive
Cirrhosis
excluded

http://www.natap.org/2014/CROI/croi_110.htm



Sinergy Trial (NIH Study): results.

Figure 26: SYNERGY (INIH trial): Treatment response (ITT)

B Sofosbuwvir+ Ledipaswvir {(n=20)
M Sofosbuwvir + Ledipasvir + GS-9669 (n= 20)
m Sofosbuwvir + Ledipaswvir + GS-9451 (n= 20)

% of Patients with
HCV RNA < LLOQ (ITT)
e 3 3 8 & &8 8 3 3 8 8

.zx-"'h <

NO Side effeCTS' Nno deSCOHﬂHUOﬂOﬂS. http://www.natap.org/2014/CROIl/croi_110.htm




COSMOS (SMV+SOF+RBV)

SMV+SOF£RBV in HCV GT 1 Treatment Naive and
Prior Null Responders with F3—4 (Cohort 2)

Phase 2, randomized, open-label study, stratified by ?
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0 12 24 36 48
* Primary endpoint SVR12

Arm 4 (n=14)

Weeks

Demographics:
44-74% Male
3-19% African American; 10-31% Hispanic/Latino
Median Age: 57-58 yrs old
IL28B: non-CC: 71-88%
HCV Genotype la 75-82%
| Median baseline viral load 6.3-6.7 log,,
Cinical s gov: NCrowesrss Cirrhosis by biopsy: 41-63%




COSMOS (SMV+SOF+RBV)

B SMV+SOF 12 weeks (N=14) = SMV+SOF+RBV 12 weeks (N=27)
B SMV+SOF 24 weeks (N=16) ® SMV+SOF+RBV 24 weeks (N=30)
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Overall GTla Q80K
No viral breakthrough

Metavir F4

Relapse occurred in 3 GT1la-infected patients
Most common AEs: fatigue 37.9%, headache 19.5%

Four serious AEs reported

One patient D/C treatment due to AE

Lawitz E EASL, 2014, 0165



AbbVie HCV Clinical Development Program
ABT-450/RTV/ABT-267+ABT-333xRBV in GT 1 Patients

SAPPHIRE-I

SAPPHIRE-II

PEARL-IV

PEARL-III

PEARL-II

TURQUOISE-II

Treatment . . .
Pt type : SVR12 Virologic failure
duration
e 96%
0,
GT1, TN 12 wks e GTla-95% : \éz; 05'2/1" »
o GT1b—98% pse .57
0,
0 B « VBT 0%
GT1, TE 12 wks e GTla—96% « Relapse 2.4%
« GT1b—97% pS€ 257
e 92% overall
— Q0,
GT1a, TN 12 wks e 90% no RBV : T‘;';SV 23/"
o 97% + RBV °
e No RBV- none
e 99% overall e + RBV:
T1b, TN 12 wk
GTlb, WKS e 99% +/- RBV VBT 0.5%:
relapse 0%
e 98% overall
GT1b, TE 12 wks e 100% no RBVY e None
e 97% + RBV
o 12wk :
. 0 .
GT1 with o 94% overall VBT 0.5%;
compensated 12 or 24 relapse 5.9%
. . e 92% 12 wks
cirrhosis, wks o 96% 24 wks o 24 wk :
TN, TE ° VBT 1.7%;

relapse 0,6%

AM PM

450/r/2674450/r/267

Target Profile

FDC ABT-450/RTV/ABT-
267 dosed QD (2 pills)

ABT-333 dosed BID
12 week treatment

duration for non-cirrhotic
patients

GT1laTN, GT1TE, and
cirrhotic patients require
RBYV in regimen




Probably possible to
change....
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Infection:

An evolving landscape...

Before 90’'s  90’s: the IFN Era  2000’s: the PegIFN Era  After 2012: the DAA Era

Lower Expansion Decrease
(high selected sets) (high selected sets)

Stable
(high/decrease)

Expansion
(high)

Expansion
(high)

Expansion
(high)

Expansion
(high)

Expansion
(high)

Expansion Expansion Expansion
(modest) (modest) (high)

Expansion
(high)
Expansion
(high)

Expansion Expansion

“ (modest) (Gllely))
Does it Low/
exists? Moderate




...and a race against the clock!
Target populations are changing!

|

Before 90’s  90’s:the IFN Era  2000's: the PegIFN Era  After 2012: the DAA Era  And beyond...

PWID

Poverty
PWID*
Poverty
General
Population Population
PWID o
Poverty How much eager to fight for

the patients will the Society be?

General
Population

SWID Need a comprehensive policy NOW!

Poverty



Science is almost all donel!
Now the challenge is to
provide access(diagnostic
and therapy)!




Science done!l Now to become affordable

Editorial I

The need for a global plan for hepatitis C is

imperative. It should indude research and operational
| priorities, and establish global funding mechanisms.
e e I o Countries are only likely to develop national plans for

be cured, even debatingw hether emdication is possible. authors used the =me market dymmics to determine

WOV hz s mujor genctypes and the infecting the minimum com to mranufscture them, which was

genctype determines the treatment response and  £100-250 per 12 week treatment course; they conduded = =

b o e o e hepatitis C when treatments become more affordable. Last
and jaan, hence pharmaceuticl research to treat this  marsfacturens ane likely to offer low-income countries

[\ s been preferredto others. steep discounts, anound 75% of peoplewith hepatitis C e -
ety Al g o e e year, Tido von Schoen-Angerer and colleagues in a Lancet
ribairin and e pegibited inteferon [pegivterierse)  kind of discounts nesded to rake trestment acaibibe

fres, 50 muitiple tablets and injections o no langer ingly, the sofcsbu jon hy
needed. The nowel agents e known 25 dirctacting  under challenge in India, and if wpheld will allow indian 7 =
e B oo i it s e e S letter rightly argued that UNITAID—which has successfully
ivestigational DA ABT-450 ABT-267. and ABT-333 in The ather concem i the limited testing of these new

ietion with! wtumseinbibitors weresh s o e coeemon genotypes and margialsed .

ST memee e lowered prices of HIV treatments—should do the same
with MOV genotype 1 with a short duation of therapy  co-infiected with HV. Although the field is fikely to see
L2werks v aﬂun_:b', mgnfmwhhahvwgﬂcsmny [an- genotypic treatments that dear all genotypes and

e o for hepatitis C medidines. Lessons from HIV/AIDS will be
St st e instructive for the hepatitis C field, as will political and
community mobilisation to ensure these treatments reach
those in most need. w The Lancet

Only just the beginning of the end of hepatitis C

2014 marks the 25th anniversy of the identifiction of  The rmain drwhack of these now agents & the huge
the hepatitis C virs (HOV). MOV infection continues o price tag which will make treatment out of reach for
be 3 rrajcr global heakth prableen. Lnbks mary chrovic  pecple in the developed and dersloping wodd Indesd, IS
diseses, hepatitis C @nbe cured, but it s ifficult totreat,  cument treatment uptake & o mpeded by cost. One
not all patients are resporsive, side-effects cn be severe, 12 week course of sofosbunir will cost USSB4000, even
and ior b envd-stage e i ancer  though the sentist invoied in fomwiating sofcsbu,
& common. Over the past few wears, new medicines for - Raymond  Schirari, etimates costs 2t just $1400.
HOV infection have begen o tansform the frestment  An even lower price was shown by Andrew Hill and

DM is underiay. Results are expected within the next  Countries are oy kel to devekop mational plrs for
2 years. Siapid requbatony apprval of scfasbuer in the  hepatitis Cwhen tretmernts beccme more affoniable. L
US4 and Euwope fand an expedited review of daclatasrin) - year Tido von Schoen-Angenes and mleagues in a Lanoet
have been acormpanied by reports of promiss from  letter righty argued that UNTTA ID—which has swccesfilly
companies to ereure Bt aces i adiieved a5 quicdy  lowered prices of HIV treatments—should do the sme
2 posible. But given 90% of the estimated 184 millon  for hepatitis € medidnes. Lessons: fom HAIDS will be
peopke with hepaitis C live in low:income and middle.  instructie for the hepatits C field, = wil poliicl and
e countries, berw anilabie and acemibk will thes  community mabiisation 1o e these tratments reach
e medicines be glotwlly? those in masteed. w Thel ance

e hudarct core Vol 383 Jananey 75, 2584
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Dramatic shift on HIV related
death rate after HAART.

Medscapea www.medscape.com
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An evolving landscape

Before 90’'s  90’s: the IFN Era  2000’s: the PegIFN Era  After 2012: the DAA Era

Lower Expansion Decrease
(high selected sets) (high selected sets)

Acute Expansion Expansion
Infection: high (high)

Expansion Stable
(high) (decrease)

Chronic Expansion Expansion
Infection: (high) (high)

/

Disease: Expansion Expansion Expansion Stable
(modest) (modest) (high) (decrease

Low/
Moderate

/
Death: Expansion Expansion

(modest) (Gllely))

Cure: Does it
exists?




An ideal l[andscape (access): a new beggining!

After 2012: the DAA Era 2014 & beyond: DAA Era & IFN free

Acute Decrease Decrease
Infection: (high selected sets) (high selected sets)

Chronic Stable Decrease

Infection: (decrease) -

Disease: Stable Decrease
(decrease

| -

Decrease

Cure:




Science is almost all done!
Now the challenge is to
provide access (diagnostic
and therapy)...

and simplicity!




Access to diagnhosis and therapy plus
simplicity = opportunities and inclusion

Today: the disease
- Treat "ilI" people ie “F2", F3 and F4

= But not so ill: advanced disease,
comorbidities, elderly people

» Excluded: HIV-HCV, incarcereted,
PWID, homelless, comorbidities,
certain genotypes and previous
non responders

» HAVE TO HAVE: several and
complicated laboratory and
other diagnostics tools, a place to
treat, a team approach, a
hospital to go (ie: side effects),
other drugs to treat side effects
and a huge budget

Soon: the infection

Treat “infected” people

Treat all*: mild to severe, single to
multiple diseases

Inclusion will be the rule: HIV-HCYV,
incarcereted**, PWID**, homelless,
comorbidities, pangenotype and
previous failures

HAVE TO HAVE: simple tools (point of
care), an average clinic, compliance
and, still, a huge budget (or not: State
policies, affordable drugs and
partnerships)

* Potentially all
** Opportunity to do DOT!!!!



Simplitying the model of care

e e e

JOUF%NAL
OF HEPATOLOGY

» |nternational guidelines R

(including forresource s ;mw;
constrained seffings) =IDSA - N

Low cost/technology

diagnostics &0 §
» Point of care antibody A
testing —) DR
» Dried blood spofts for HCV
RNA testing

®» Expansion of non-invasive
disease staging

Adapted from Mehta SH, 2014




And simplitying the medical care
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GUIDELINES FOR THE SCREENING,
CARE AND TREATMENT OF PERSONS
WITH HEPATITIS C INFECTION

7.5 Treatment with sofosbuvir 7.6 Treatment with simeprevir

Sofoshardr, given In combination with fAbawirin with or without pegylated interferon mmhmﬁwm-ﬂmt;m

(depending on the HCY genotypel, Is recommended in genotypes 1, 2, 3 and 4 HCY
infection rather than pegylated Interferon and ribavirin alone or no treatment for for persons with HCY genatype: Lb Infectian and for persans with HCY genofype La Infection

persons who cannot tolerate Interferon). without the GBOK polymorphism rather than pegylated interferon and ribavirin alone.

Strong recommendation, high quality of evidence. This recommendation was made Strong recommendation, high qualtty of evidence. This recommendation was made without
without taking resource use into consideration, as pricing information was not available taking resaurce wse Info consideration, as pricing Information was ot avallable for any

for any couniry other tham the Uniied Siates at the time this recommendation was
Sormulated. country ather than the United States at the time this recommendation was formulated.




EASL, IDSA, Veteranos EUA

APRIL 2014 AMERICAN ASSOCIATION FOR
THE STUDY OF LIVER DISEASES
EASL Recommendations AASLD %EIDS A
on Treatment Of Hepatltls C Infectious Diseases Society of America
201 4 The most current version of the HCV Guidance exists on Recommendations for Testing,
Managing, and Treating Hepatitis C. (http://www.hevguidelines.org)
Home = INITIAL TREATMENT OF HCV INFECTION IN PATIENTS STARTING TREATMENT

INITIAL TREATMENT OF HCV INFECTION IN PATIENTS
STARTING TREATMENT

Chronic Hepatitis C Virus (HCV) Infection:
Treatment Considerations from the Department of Veterans Affairs National Hepatitis C Resource

Center Program and the Office of Public Health

(March 27, 2014; data last reviewed on March 6, 2014)
EAS L "“mmmmiggmmm

European Association W pelbalidts

for the Study of the Liver Chiistophe Sarazin




Novo cenadrio!




Crossroad

This is no longer a simple
medical decision: this is too
heavy to be on our shoulders

IFN based (and even Pl first
generation): by far
inadequated

IFN free: still beggining but
much better

Pragmatic vs Need to treat

How to not become a
‘companie's hostage”

Using (in favor) the Natural
History of disease

= Not all patients need to be
treated "now”



Good short-term survival

with compensated cirrhosis

Compensated HCV cirrhosis
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% " HCV cirrhosis with a complication
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1] 12 24 36 48 B0 72 B4 95 108 120

months

A 384 376 342 288 236 165 126 79 52 39 25
B 65 39 21 11 7 4 4 3 3 2 1

Patients at risk

91% 5-year and 79% 10-year survival in Child’s A cirrhosis
(ie. most compensated patients can actually wait...)

Fattovich et al Gastro 1997




Key Actors

»Government (MOH)

»\WHO & Brazilian new WHO resolution
Pharmaceutical and Diagnostics Companies
NGO & Advocacy (including official)
®Scienfific Societies

»Media




Manufactoring an immunobiologic agent

Sometimes works.....

— -
——

b R S e 4

Sometimes not!

www.sciencewithme.com

Difficult to obtain a good generic agent



Manufactoring an anftiviral agent




What we learned with HIV drugs?

Advocacy plus.... Generics!

llllll Tbets

&lmatinib Tablets

VEENAT 400
ez 400
e

A first-hand account®of HOWITe inﬁn? helped
win an FDA panellSapprovalor aﬁ‘ew drlU



We don’t need to be a hostage to the Market anymore!

Unl|m|’red profits! Partnership is better!

cures: 2=

Acceleratmgz

| 'Puh"c ot 1l Patlents=

S science
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Type 2 Diabetes

research

Turning Discovery Into Health

Accelerating Medicines Partnership

The Accelerating Medicines Partnership (AMP) is a bold new venture between the National Institutes
of Health (NIH), 10 biopharmaceutical companies and several non-profit organizations to transform
the current model for developing new diagnostics and treatments by jointly identifying and validating

nih.gov/science/amp/index.him promising biological targets of disease. AMP will begin with three to five year pilot projects in three



Brazil is doing what have to do!

PORTARIA CONIUNTA N© 1, DE 5 DE MARCO DE 2014

Institul o Comité Internstitucional para Acompanhamento das Agbes Estrategicas

de DST, Aids e Hepahtes Virais, no ambito do Ministeno da Saude e Agénaoa Naoonal de Vigilanoa Sanitana.

Art. 19 Fica instituido o Comité Internstituconal para Acompanhamento das Agbes Estratégicas de
DST, Auids e Hepatites Virais para promover agoes articuladas entre entes do Sistema de Vigilancia em Saude.

Art. 20 Compete ao Comité:

I - acompanhar sistematicamente o plano estratégico de mplantagdo dos insumos estratégicos
relaconados as DST, aids e hepattes virais;

II - discubir tecnicamente a incorporacac de novas tecnologias para prevencao, diagnostico e
tratamento das DST, aids e hepatites virais; e




After starting IFN free Era

Epidemiology Burden

» Potential to a dramatic » Potential to a dramatic
change change

= Harm Reduction: key to = Less deaths and
avoid reinfection among complications
selected people » Need tfo have a Globadl

approach to

» \/accine: still necessary avoid/minimize therapy
among selected people exclusions and

(PWID, poverty) preventable
iInfections/reinfections




We saw that before: a changing
scenario and a new way to think!

» H|V: lethal disease to a chronic disease with
functional “cure”

=» HCV: chronic and potencially lethal disease to
a curable infection

»Therapy as dual prevention: infection & disease



Conjuntura da Terapia da Hepatite C

I Terapia Atual I I Terapia Futura (> 2014) I
J Efetividade M Efetividade v" Coinfecgdo HIV
M Efeitos Colaterais J Efeitos Colaterais v IFN intolerantes
Dificil ingesta Facil ingesta v PWID/Encarcerados
(adesao ruim) (adesdo facilitada) v' Pré-Pds-Transplante

sy ]

SS - possibilidade de < gasto atual com a terapia
vigente (minimizar/eliminar impacto orcamentario —
mesmo dinheiro!)

Priorizar (Acao Politica & Estratégica!!)
NAO é indicacdo da “Industria”:AASLD, EASL e OMS!

Pactuar ONG/Soc.Cientificas/Legislativo/Farma
Reconhecer que o warehousing ocorre




David Capistrano teached us the
correct questions:

( )"Is it possiblee”

( ) HOW TO MAKE IT HAPPEN®<



David Capistrano teached us the
correct questions:

888 ( )“Is it possible?”

(X) HOW TO MAKE IT HAPPEN?
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Few weeks after the 1996 Vancouver Conference the first city in Brazil (before the
country!) to buy 200 therapies for public patients was Santos, in where he was the mayor.
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possible.

- Christopher Reeve



Everything new: deal with the burden (liver disease)
and modify epidemiology (ireat infection)!

Thank you for your attention!




